A patient with Marfan syndrome was shown to be heterozygous for a G to A transition at nucleotide 3952 of the FBNI gene. This would result in a cysteine to tyrosine substitution at amino acid 1223 in the fibrillin protein.
months from congenital heart disease complicated by bronchopneumonia. Necropsy showed that the pulmonary valve had only two cusps. There was no evidence of either mitral or aortic valve involvement in either patient 2521 or her affected daughter.
There was further evidence to suggest the mutation was causal. No sample was available from either of her unaffected parents, so it was not possible to show directly that the first appearance of the MFS phenotype in the pedigree coincided with a de novo mutation at cysteine 1223. 
